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REMARKS 

Reconsideration of this application is requested in view of the proposed 
amendments lo the claims and the remarks presented herein. Entry of the amendment is 
requested under the provisions of Rule 1 16 as it puts the apphcation in condition for 
allowance or in. better condition for appeal. 

The Examiner indicated in the advisory action that claims 3, 4 and 9 to 13 were 
substantially allowable with the exception of the fact that the compound claims enlarged 
he scope of Rz, and Rgb and Rja- and R^' were broader than those originally presented. 
The present amendment limits these substituents to hydrogen or methyl which were 
originally examined. It is believed in accordance with the rest of the office action, that 
Ihe rest of the claims were deemed to be aUowablc upon entry of the amendment. The 
present amendment reincotporates the amendments of the January 13, 2003 amendment. 

In view of the proposed amendments to the claims and the above remarks, it is 
telievcd that the claims clearly poml out Applicants' patentable contribution and 
f ivorable reconsideration of the application is requested. 

Respectfully submitted, 
Muserlian, Lucas and Mercanii 

j ^Lf^ ^ 

Charles A. Muserlian, 1 9,6«1 
Attorney for Applicants 
Tel. #(212) 661-8000 
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427.038 

MARKED ITP VF.R STON OF CLAIMS SHOWING CHANGS MADE 

Claim 9 (Four times) A composition for treating acromegalia, hypophyseal 
adenomas and endocrinic [gastroeateipancreatic] gastiocnteropancreatic tumors 
comprising an amount of a compound as defined in claim 10 sufiGcient to treat 
acromegalia, hypophyseal adenomas and endocrinic gastroenteropancreatic tumors and 
an inert pharmaceutical earner. 



Claim 10 (thrice amended) A method for treating acromegalia, hypophy.seal 
adenomas and endocrinic gastroenteropancreatic tumors in warm-blooded animals 
comprising administering to warm-blooded animals in need thereof an effective amount 
'>f a compound .selected from the group consisting of a compound of the fonnula 



AV-jN 




[ ATherin] wherein W is hydrogen or R-X-C(Y)-, R is unsubstituted or substituted aryl or 
hsteroaryl with at least one substituent selected from the group consisting of lower alkyl, 
Icwer alkoxy, lower aJkylthio, lower alkoxycarbonyl, lower alkylsulfonyl, halogen, -CF3 
-•DCFs, -OH, -NOz, -CN, aryl, aryloxy, cycloalkyl aixd heterocycloalkyi, X is -(CH2)n-Z, 
Z is selected from the group consisting of a covalent bond, -NH-, -O- and -S-, n is 0, 1 or 
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2, Y is oxygen or sulfur, Rj is selected from the group consisting of hydrogen, -OH, 
halogen, lower alkyl and lower alkoxy, the alkyl and alkoxy being unsubstituted or 
substimied with at least one member of the group consisting of-CFs, lower alkoxy, -NH2 
and mono- and di-iower alkylamino, R^a and R^b individually seleete d from th e group 
oonsifiting of hydrogen or methvl substituted or un s ubstitut e d low e r allcyl, subertituted or 
unsubstitut e d lower alkenyl, substitutod or unsubstitut e d low e r olkynyl and Z^ -R^^fee 
substitu e nts b e ing at l e ast on e member of th e group con s isti - ng of halog e n ^ 



R^ j. and Ra^ ar ^ individually s e l e ct e d from th e group coasigting of hj^drog e n, low e r aUcyl^ 
cycloolkyl, cyclooIJcylatlcyl, aryi, aralkyl^ het e roaryl, h e t e roar^dalkyl, alkylsulfonyl, 
cycloalkylsulfonyl, orylsulfonyl, lower aUcoxycorbonyl, oryloxycijrbonyl, alkylcorbonyl, 
aryjcarbonyl and cycalkylcarbonyl, Za j-^and-^s a oro individimlly ool e ct e d from th e group 
consisting of oxyg e n, sulfur, CO and O CO, Ra4 is s e l e cted from th e group consisting 
of hydrog e n, low e r olkyl, cycloalkyl, cycloolkylalkyl, oryl, orolkyl, h e t e rooryl, 
h e teroarylolkyl, olkylgulfonyl, eycloolkylsulfonyl, and orylsulfonyll, R^ i s selected from 
th e group consisting of hydrogen, lower alkyl, aryl aad - o f a fe yij R3 is selected from the 
group consisting of hydrogen, halogen, -NO2, -CN, unsubstituted or substituted alkyl of 1 
to 10 carbon atomS;, unsubstituted or substituted lower alkenyl, unsubstituted or 
substituted alkynyl, unsubstituted or substituted cycloalkyl, unsubstituted or substituted 
cycloalkylalkyl, unsubstituted or substituted aiyl, unsubstituted or substituted aralkyl, 
unsubstituted or substituted lower aryloxalkyl, unsubstituted or substituted heteroaryl. 



-N 

\ 



^2 



R23 



^ and Z22-R24? 




2 
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unsubstituted or substituted heteroalkylaJkyl and and -Z3iR3i, the substituents being 
selected from the group consisting of halogen, aryl 

R22 

/ 

-N ^ and Z32-R34, Z31 is selected from 

\ 

R23 

the group consisting of -0-, -C(0)-, -0C(0)- and R31 is selected from the group 
consisting of hydrogen, lower alkyl, aryl and lower aralkyl, R32 and R33 are individually 
selected from the group consisting of hydrogen, lower alkyl, aralkyl and alkylcarbonyl or 
together with the nitrogen form a a heterocycloalkyll, Z32 is selected from the group 
consisting of oxygen, sulfur, -C(0)-, -S(0)-, -O-CO- and -SO2, R31 is selected from the 
group consisting of hydrogen, lower alkyl, aryl and lower aralkyl and its non-Loxic 
pharmaceutically acceptable salts sufficient to treat said conditions. 

Claim 11 (thrice amended) A compound of the formula 




n 



wherein W is hydrogen or -C(Y')-X'-R% R' is selected from the group consisting of 
phenyl, naphthyl, indolyl and pyridyl, all unsubstituted or substituted with at least one 
member of the group consisting of methyl, ethyl, propyl, isopropyl, butyl, tert-butyl, 
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metfaojcy, cthoxy, methylthio, ethylthio, methoxycarbonyl, ethoxycarbonyl, 
;ToethylsiJfonyl, ethylsulfonyl, chlorine, fluorine, bromme, Hifluoiometfayl, 
lifluoromethoxy, -OH, -NO2-, -CN, phenyl, phenoxy and moTpholino, X' is selected 
from the group consisting of -CH.-, -CH2-CH2, -CH^NH-, -NH-, -0-, -S- and a covalent 
bond, Y' is oxygen or sulfur, R'l is at least one member of Uie group consisting of 
hydrogen, chlorine, methyl and methoxy, Rja- and Rjb- are individually hydrogen or 
methyl, ed iyl, propyl, butyl, pent^l, h c xyl, hopt>^l, m etl i ujk yotfayl, ctho j cyf^thyl, 
dimcthylamiao c thyl, cyclohoxyimothy^Tihcnyl r ^h c myl b e nzji, ungubstitu t ed n r 
. ub ..ii tut L. d \>ith OH o r methoKy, phonotfaj 1, tiaphthylmctliyl and indolylmethyl 
excluding the compounds of Formula n wherein a W is hydrogen, R'l is o-chlorine, Rj,- 
is hvdroaen and Rzb- are-is hydrogen or methyl and R'3 is methyl and b) wherein W is - 
C(Y')-X'-R' and i) X' is -NH-, Y' is oxygen, R'l is o-chlorine, Rja- and R2b' are 
hydrogen, R'3 is methyl and R' is selected from the group consisting of 4-tert.butyl- 
phenyl, 4-trifluorometbyl-phenyl, 4-hydroxy-phenyl, 4-methoxy-phenyl, 3,4,5- 
trimcthoxy-phenyl, 2,3-dichloro-phenyl, 2,4-difluoro-phcnyl, 4-phenoxy-phenyl, 
pyridinyl and cyanophenyl or ii) X' is -NH-, Y' is sulfur, R'l is 0-chloro, Ria- and Rzb' 
arc hydrogen, R-3 is methyl and R' is selected from the group consisting of [4-hydroxy- 
phenyl,] 4-tcrt.butyl-phenyl, 2,4-ditert.bu;tyl-phenyl, 2-trifluoromethyl-phenyl, 3- 
trifluoromethyl-phenyl, 4-liifIuoromethyl-phenyl, 4-methoxy-phenyl, 3,4,5-trimethoxy- 
phenyl, 4-fluoTo-phenyl and 4-mcthylsulfonyl-phenyl or iii) X' is -CH2-NH-, Y is 
oxygen, R'l is O-chlorine, Rz,- and Rzv are hydrogen, R'3 is methyl and R' is phenyl, or 
iiii) X' is oxygen, Y' is oxygen, R'l is o^cblorine, Rza' and Rzv are hydrogen, R'3 is 
methyl and R' is pyridyl or cyanophenyl or iiiii) X' is CH2-CH2Z, Y is oxygen, R' , is o- 
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chlorine and Rq^^ and Kih' hydrogen, R'3 is methyl aad R' is phenyl or 4-flnoro- 
phenyl, iiiiii) X' is -CH2-, Y' is oxygen, R*i is o-chloro, Raa' and R2b' axe hydrogen, R'3 
is methyl and R' is phenyl or iiiiiii) X' is a covalent bond and Y' is oxygen, iiiiiiii ) X' is 
Y' is sulfiir, R% is o-chlorinc, R^n' and Rrn' are hydrogen. R'^ is methyl and R^ is 
4-hydrox y-pheny 1 . 
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